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Brief Summary Text (60) : 

Supplemental Factors: Specific supplementation with colony stimulating factors is 
necessary. The current technique utilizes species specific granulocyte 
macrophage -colony stimulating factor (GM-CSF) . Where species specific factor is 
unavailable (i.e., the rat) murine GM-CSF is used and a concentration of 100 
units/mL is added at the start of the culture. Additional agents for the stimulation 
and maturation of cells are added. The current model employs lipopolysaccharide (LPS 
or bacterial endotoxin) obtained from E coli and added at 1 .mu.g/mL at the start of 
the culture. Additional growth/ factors that may be used in addition or in place of 
GM-CSF include macrophage colony stimulating factor ("M-CSF") , granulocyte-colony 
stimulating factor ("G-CSF") and the FLT3 ligand. Additional stimulating factors 
that may be added or used in place of LPS include interluekin-6 , interleukin-4 , 
tumor necrosis factor alpha ("TNF. alpha. ") , and transforming growth factor beta 
("TGF.beta. ") . Again, all factors used are species specific unless unavailable, in 
which case either murine or human factors can be employed. 

Brief Summary Text (128) : 

Supplemental Factors: Specific supplementation with colony stimulating factors is 
necessary. The current technique utilizes species specific granulocyte 
macrophage -colony stimulating factor (GM-CSF) . Where species specific factor is 
unavailable (i.e. the rat) murine GM-CSF is used and a concentration of 100 units/mL 
is added at the start of the culture. Additional agents for the stimulation and 
maturation of cells are added. The current model employs lipopolysaccharide (LPS or 
bacterial endotoxin) obtained from E coli and added at 1 .mu.g/mL at the start of 
the culture. Additional growth/f actors that may be used in addition or in place of 
GM-CSF include macrophage colony stimulating factor ("M-CSF"), granulocyte-colony 
stimulating factor ("G-CSF") and the FLT3 ligand. Additional stimulating factors 
that may be added or used *in place of LPS include interleukin-6 , interleukin-4 ( 
tumor necrosis factor alpha ( "TNF . alpha . ") , and transforming growth factor beta 
("TGF.beta."). Again, all factors used are species specific unless unavailable, in 
which case either murine or human factors can be employed. 
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Lll: Entry 92 of 163 



File: USPT 



Jan 25, 2000 



DOCUMENT- IDENTIFIER : US 6017544 A 

TITLE: Composition comprising immunogenic stress protein-peptide complexes against 
cancer and a cytokine 



Brief Summary Text (25) : 

In another aspect of the invention, the stress protein-peptide complexes may be 
administered to the mammal in combination with a therapeutically active amount of a 
cytokine , As used herein, the term " cytokine " is meant to mean any secreted 
polypeptide that influences the function of other cells mediating an immune 
response. Accordingly, it is contemplated that the complex can be coadministered 
with a cytokine to enhance the immune response directed against the tumor . Preferred 
cytokines include, but are not limited to, interleukin-1 . alpha . (IL-1 . alpha . ) , 
interleukin-1 .beta. (ILl.beta.), interleukin-2 (IL-2) , interleukin-3 (IL-3) , 
interleukin-4 (IL-4) , inte*rleukin-5 (IL-5) , interleukin-6 (IL-6) , interleukin-7 
(IL-7) , interleukin-8 (IL-8) , interleukin- 9 (IL-9) , interleukin-10 (IL-10) , 
interleukin-11 (IL-11) , interleukin-12 (IL-12) , interferon .alpha. (IFN. alpha .) , 
interferon .beta. (IFN.beta.), interferon .gamma. ( IFN. gamma .) , tumor necrosis 
factor .alpha. (TNF . alpha .) , tumor necrosis factor .beta. (TNF.beta.), granulocyte 
colony stimulating factor (G-CSF) , granulocyte/macrophage colony stimulating factor 
( GM-CSF ) , and transforming growth factor .beta. (TGF- . beta . ) . 
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Lll: Entry 96 of 163 File: USPT 



Dec 14, 1999 



DOCUMENT- IDENTIFIER: US 6001803 A 

TITLE: Composition of c-kit ligand, GM-CSF, and TNF-. alpha, and method of use 
Detailed Description Text (261) : 

Dendritic cells are the most potent antigen-presenting cells for induction of 
primary antigen specific T cell responses in vivo and in vitro. Dendritic cells 
generated in vitro could be used after antigen pulse for an immunization boost in 
the context of vaccine therapy against HIV and tumors. We have developed an in vitro 
systems for generation of human dendritic cells from CD34.sup.+ populations of human 
marrow, peripheral blood and cord blood. Here, the presence of GM-CSF and TNF alpha 
are necessary for dendritic differentiation in suspension culture and clonogenic 
assay and c-kit ligand synergistically increases the numbers of dendritic 
cells/dendritic cell colonies. Table 3a, shows that with adult human marrow 
CD34.sup.+ cells in clonogenic assay KL is absolutely required for the development 
of dendritic, cell colonies in synergy with GM-CSF and TNF. alpha.. In blood 
CD34.sup.+ populations GM-CSF plus TNF. alpha, alone induced dendritic cell colony 
formation but the frequency of colony formation was increased by addition of KL 
(Table 3b) Comparison of multiple cytokines shows that dendritic colony cell 
generation was maximally stimulated by a combination of KL, GM-CSF and TNF. alpha. 
(Table 3c) . In suspension culture systems, IL-l+KL+IL-3 expanded pre-dendritic cells 
oyer one hundred fold in 14 days and with addition of GM-CSF+KL+TNF these cells 
differentiated to dendritic cells capable of antigen presentation in the context of 
an allogeneic mixed leukocyte reaction and CD 3 T lymphocyte mitogenesis. KL provided 
a unique amplifying stimulus for the generation of pre-dendritic and dendritic cells 
for primitive bone marrow progenitors/stem cells. 
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Lll: Entry 97 of 163 



File: USPT 



Dec 7, 1999 



DOCUMENT- IDENTIFIER : US 5997865 A 

TITLE: Agonist antibodies against the flk2/flt3 receptor and uses thereof 



Brief Summary Text (9) : 

Various lineage-specific factors have been demonstrated to control cell growth, 
differentiation and the functioning of hematopoietic cells. These factors or 
cytokines include the interleukins (e.g., IL-3) , granulocyte -macrophage 
colony-stimulating factor ( GM-CSF ) , macrophage colony-stimulating factor (M-CSF) , 
granulocyte colony-stimulating factor (M-CSF) , erythropoietin (Epo) , lymphotoxin, 
steel factor (SLF) , tumor necrosis factor (TNF) and gamma- interferon , These growth 
factors have a broad spectrum of activity, from generalized to lineage-specific 
roles in hematopoiesis , or a combination of both. For example, IL-3 appears to act 
on multipotent stem cells as well as progenitors restricted to the 

granulocyte/macrophage, eosinophil, megakaryocyte, erythroid or mast cell lineages. 
On the other hand, Epo generally acts on fairly mature erythroid progenitor cells. 
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Lll: Entry 107 of 163 



File: USPT 



May 18, 1999 



DOCUMENT- IDENTIFIER: US 5904920 A 

TITLE: Regulation of systemic immune responses utilizing cytokines and antigens 
Brief Summary Text (9) : 

Another approach focuses on the interaction of cytokines and the immune system. 
Cytokines and combinations of cytokines have been shown to play an important role in 
the stimulation of the immune system. For example, U.S. Pat. No. 5,098,702, 
describes using combinations of TNF, IL-2 and IFN-.beta. in synergistically 
effective amounts to combat existing tumors . U.S. Pat. No. 5,078,996 describes the 
activation of macrophage nonspecific tumoricidal activity by injecting recombinant 
GM-CSF to treat patients with tumors . 

Detailed Description Text (26) : 

In a preferred embodiment , tumor cells are modified to express the cytokines IL-2 
and GM-CSF . This combination is particularly desirable since it results in the long 
term systemic immune protection against subsequent challenge with wild type tumor 
cells . 
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Lll: Entry 129 of 163 



File: USPT 



Jun 2, 1998 



DOCUMENT- IDENTIFIER: US 5759535 A 

TITLE: Immunotherapeutic strategies for the treatment of cancer 



Detailed Description Text (70) : 

Exemplary modifications include the introduction of a vector containing an 
expressible cDNA encoding a cytoline such as IL-2, INF- . sub . .gamma . , 
granulocyte -colony stimulating factor (Colombo, M.P. et al., J. Exp. Med. 173: 
889-847 [1991]); interferon .alpha. (IFN. alpha.) (Ferrantini, M. , et al . Cancer Res. 
53: 1107-1112 [1993]); interleukin-6 (IL-6) (Porgador, et al., Cancer Res. 52: 
3679-3686 [1992] ) ; tumor necrosis factor (TNF) (Blankenstein, et al. J. Exp. Med. 
173: 1047-1052 [1991]); and interleukin-4 (Golvrobeck, P. T. , et al . Science 254: 
713-716 [1991]) GM-CSF (Dranoff, G., et al . , Proc . Nat. Acad. Sci . USA 90:3539-3543 
[1993]) or other cytokines capable of augmenting an ant i -tumor response to a tumor 
antigen. Such a vector is exemplified by pZipNeoSVIL-2in Example 2 described above. 
However, allogeneic cells lines expressing endogenous cytokines may also be used. 
Once a modified allogeneic cell line is established and is shown to produce the 
cytokine or cytokines of interest (the combination of IL-2and INF- . sub .. gamma . is 
preferred) , then this cell line is used as a target for further modification by 
introducing isolated purified genomic DNA taken from a patient's own tumor . Tumor 
samples are obtained during surgery, by needle aspiration, or by other well-known 
methods. Genomic DNA is then isolated and purified from the tumor sample directly 
using methods well known in the art including those set out in Sambrook, et al . , 
Molecular Cloning: A Laboratory Manual, Cold Spring Harbor Laboratory N.Y. (1992) . 
Tumor samples may also be grown in culture using methods well known in the art in 
order to increase the amount of DNA available for transfection or to select for a 
particular sub-population of tumor cells from which to isolate DNA. 
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Lll: Entry 128 of 163 



File: USPT 



Jun 9, 1998 



DOCUMENT- IDENTIFIER: US 5762921 A 

TITLE: Composition and methods for the treatment of tumors 



Detailed Description Text (25) : 

" Cytokine " is a generic term for proteins released by one cell population which act 
on another cell as intercellular mediators. Included among the cytokines are native 
tumor necrosis factor- . alpha . and -.beta. (TNF-. alpha, and -.beta.), interferons 
(IFNs) such as, IFN-. alpha., IFN-.beta. and IFN-. gamma., interleukins (ILs) such as, 
IL-1, IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, etc., growth hormones (GHs) , 
including human growth hormone (hGH) , N-methionyl hGH; and bovine GH; insulin- like 
growth factors, parathyroid hormone, thyroxine, insulin, proinsulin, relaxin, 
prorelaxin, glycoprotein hormones such as, follicle stimulating hormone (FSH) , 
thyroid stimulating hormone (TSH) , and luteinizing hormone (LH) , hemopoietic growth 
factor, HGF, fibroblast growth factor, prolactin, placental lactogen, mullerian 
inhibiting substance, mouse gonadotropin-associated peptide, inhibin, activin, 
vascular endothelial growth factor, integrin, thrombopoietin, nerve growth factors, 
such as NGF-.beta., PDGF, transforming growth factors (TGFs) such as, TGF-. alpha, 
and TGF-.beta., insulin-like growth factor-1 and -2 (IGF-1 and IGF-2) , 
erythropoietin, osteoinductive factors, colony stimulatina factors (CSFS) such as, 
M-CSF, GM-CSF, and G-CSF, and other polypeptide factors of any human and non-human 
animal species, and functional derivatives of such native proteins. The cytokines 
useful in the compositions and methods of the present invention are characterized by 
exhibiting one or more of the following properties stimulation of procoagulant 
activity, stimulation of natural killer (NK) and lymphokine-activated killer 
cell-mediated cytotoxicity, macrophage activation, stimulation of Fc receptor 
expression on mononuclear cells and antibody-dependent cellular cytotoxicity (ADCC) , 
and enhancement of HLA class II antigen expression. Preferably, the cytokines to be 
used in accordance with the present invention should have the ability to stimulate 
procoagulant activity. Particularly referred cytokines are native TNF-. alpha, and 
-.beta., interleukin-1 and -2, interferon- . gamma . , alone or in combination, and 
functional derivatives of these native proteins. 
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L3: Entry 119 of 122 



File: USPT 



Apr 6, 1993 



DOCUMENT- IDENTIFIER : US 5199942 A 

TITLE: Method for improving autologous transplantation 



Brief Summary Text (12) : 

Mason et al . , Proc. Amer. Assoc. Cancer Res. 32:193 (1991), reported that in vitro 
interleukin-3 (IL-3) alone or in combination with interleukin-6 (IL-6) increased the 
number of colony forming progenitors from human blood progenitor cells two fold in 
vitro. Mason et al . also reported that GM-CSF did not expand the colony forming 
progenitor population in vitro. Accordingly, autologous hematopoietic cell 
transplantation has proven to be a valuable technique to speed recovery from 
cytoreductive therapies. Improvements in autologous hematopoietic cell 
transplantation can further speed recovery from cytoreductive therapies and even 
allow the use of higher and more effective doses in cytoreductive therapies. This 
invention provides an improvement in autologous hematopoietic cell transplantation. 
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L3: Entry 117 of 122 



File: USPT 



Jan 11, 1994 



DOCUMENT- IDENTIFIER: US 5278145 A 

TITLE: Method for protecting bone marrow against chemotherapeutic drugs using 
transforming growth factor beta 1 



Detailed Description Text (5) : 

Myelotoxicity of bone marrow leucocyte is the major dose limiting toxicity 
associated chemotherapeutic drugs in cancer therapy. To maintain adequate host 
defense against potentially lethal infections of microorganisms, man must produce 
120 million mature granulocytes every minute. Most chemotherapeutic drugs used to 
treat cancer destroy the body's ability to make granulocytes such that even 
minimally effective therapeutic doses of these drugs threaten the life of the 
patient. Previous attempts to alleviate this problem have centered on the use of 
hematopoietic growth factors ((IL-3, GM-CSF (granulocyte -macrophage colony 
stimulating factor) or G/CSF (granulocyte stimulating factor) ) to accelerate 
recovery from the myelotoxicity. These agents are most effectively given after the 
drug and stimulate hyperactivity of the pool of stem cells left after the drug 
treatment. The approach of the present invention is an improvement since it is given 
before the drug and reduces the number of stem cells killed by the drug and reduces 
the amount of myelotoxicity seen. Since the number of stem cells in an individual 
are limited; this clinical application may produce more long-term benefits than 
previous therapies. 
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L3: Entry 90 of 122 



File: USPT 



Jul 22, 1997 



DOCUMENT- IDENTIFIER: US 564 9904 A 

TITLE: Method of treating cancer with a fully myeloablative regimen of chemotherapy, 
radiation or both 



Brief Summary Text (5) : 

It is known that GM-CSF is a factor which is required for the survival, 
proliferation and differentiation of myeloid progenitor cells which are committed to 
form mature granulocytes and macrophages (CFU-GMs) . G-CSF similarly acts on myeloid 
progenitor cells committed to form mature granulocytes. Each is useful in the 
treatment of myelo-suppression caused by chemotherapeutic or irradiation treatment 
of cancer . Under such circumstances the HPSF is administered to a patient, treated 
with chemo- or irradiation therapy, after the re-infusion of previously removed bone 
marrow (autologous bone marrow) in order to stimulate the proliferation and 
differentiation of the myeloid progenitor cells found in the bone marrow. GM-CSF may 
also be administered for 3-5 days before the removal of bone marrow for later 
re-infusion. 
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L3 : Entry 7 9 of 122 



File: USPT 



Sep 15, 1998 



DOCUMENT -IDENTIFIER : US 5806529 A 
TITLE: Bone marrow transplantation 



Brief Summary Text (7) : 

More recently, advances made in the area of autologous BMT have shown that, in 
cancer patients receiving such transplants, treatment with granulocyte 
colony- stimulating factor (G-CSF) or other cytokines, such as granulocyte macrophage 
colony- stimulating factor ( GM-CSF ) or interleukin-3 (IL-3) , leads not only to 
elevated levels of neutrophils in the peripheral blood, but also to mobilization of 
pluripotential stem cells from the marrow to the blood. Thus, following induction 
with G-CSF, it became possible to collect by leukapheresis large numbers of stem 
cells (Caspar et al . , 1993). 
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L3: Entry 63 of 122 



File: USPT 



Nov 30, 1999 



DOCUMENT- IDENTIFIER: US 5994126 A 

TITLE: Method for in vitro proliferation of dendritic cell precursors and their use 
to produce immunogens 



Detailed Description Text (225) : 

J. DC progenitors in the blood of cancer patients during hematopoietic recovery from 
chemotherapy: We next studied blood mononuclear cells from cancer patients in full 
remission [leukemias/ lymphomas and solid tumors] following high-dose chemotherapy 
and either G-CSF [17 patients] or GM-CSF [3 patients] treatment. It is known that in 
the hematopoietic recovery of such patients, progenitors are mobilized into the 
blood in substantial numbers [0.5-6.0% CD34+ cells] (Eaves, C. J. (1993) Blood, 
82:1957/ Pettengell, et al . , (1993) Blood, 82:3770). Instead of enriching for CD34+ 
cells, we simply removed CD3+ and DR+ cells by panning, and then plated 
1-2 . times . 10 . sup . 6 cells in 1 ml medium with 5-10% FCS or 5% cord serum plus 400-800 
u / m l GM-CSF . The nonadherent cells were transferred at d2 (or in some experiments at 
dl) and cultured for 16 d feeding every other day. 

Detailed Description Text (243) : 

GM-CSF is essential to grow DCs from all sources used. Additional cytokines required 
for optimal DC growth from the various sources are, however, strikingly different 
(TNF .alpha, versus IL-4) . We suspect that this is due to the fact that the main DC 
progenitors involved differ. In cord blood the DC aggregates likely derive from 
CD34 + cells as preliminary experiments (N. Romani, unpublished) have shown that 
depletion of CD34 + cells from the initial inoculum virtually abolishes the formation 
of DC aggregates. This also readily explains the need to add TNF a which is known to 
induce responsiveness to GM-CSF of CD34+ cells (Santiago-Schwartz, et al . , Blood, 
82:3019; Caux, et al . , (1993) J. Exp. Med., 177:1815). Ongoing experiments indicate 
that IL-4 does not seem to enhance DC development from precursors that arise in cord 
blood mononuclear cells supplemented with GM-CSF and TNF- . alpha. [D. Brang, 
unpublished] . We do not yet know, however, whether IL-4 is produced endogenously in 
such cultures. Endogenous IL-4 might suppress- -similar to exogenously added IL-4 in 
adult blood cultures --the monocyte differentiation potential of more mature DC 
progenitors that derive from CD34+ multilineage progenitors in response to GM-CSF 
and TNF .alpha.. DC developmental pathways in cultures of blood derived from cancer 
patients during hematopoietic recovery are presumably similar to cord blood. Besides 
CD34 + cells it is, however, likely that more committed precursors are also involved 
as the percentage of CD34+ cells in the CD3/HLA-DR depleted mononuclear cell 
fraction did not strictly correlate with DC yields. In normal adult blood in 
response to GM-CSF and TNF .alpha, only after a prolonged culture period (2 weeks) 
some DC aggregates emerged likely from early, rare DC progenitors similar to those 
in cord blood or blood of cancer patients during ' hematopoietic recovery. The main DC 
progenitor (s) in normal adult blood, however, appear (s) to be more frequent as only 
2 days of culture are needed before many DC aggregates appear [FIG. 21] . Prior work 
in mouse (Inaba, et al . , (1993) Proc . Natl. Acd. Sci. USA, 90:3038) and man (Reid., 
et al., (1992) J. Immunol, 149:2681) has described that the multilineage colonies 
that are induced by GM-CSF in semisolid agar cultures contain all 3 types of myeloid 
progeny, i.e. granulocytes, macrophages, and dendritic cells. The principal DC 
progenitor in normal human peripheral blood seems more differentiated since 
granulocytes do not develop. This committed progenitor is GM-CSF responsive, and 
likely bipotential, developing into macrophages rather than DCs unless its monocyte 
differentiation potential is suppressed by IL-4. 
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L3: Entry 25 of 122 



File: USPT 



Aug 14, 2001 



DOCUMENT- IDENTIFIER: US 6274378 Bl 
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Drawing Description Text (13) : 

FIG. 12: Dendritic cell progenitors reside in a CD34-negative population. PBMC of 
cancer patient who had been treated with G-CSF were passed through an anti-CD34 
immunoaffinity column. The original unseparated population [solid lines] and the 
CD34-depleted population [dashed lines] were cultured in RPMI .backslash. FCS with 
GM-CSF and IL " 4 until d7 and further on from d7 to dlO in the presence [closed 
symbols] or absence [open symbols] of CM. Both populations gave rise to dendritic 
cells that matured upon exposure to CM. 
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TITLE: Methods and compositions for the ex vivo replication of stem cells, for the 

optimization of hematopoietic progenitor cell cultures, and for increasing the 

metabolism, GM-CSF secretion and/or IL-6 secretion of human stromal cells 

Brief Summary Text (18) : 

The hematopoietic cells required for progenitor cell expansion may come from either 
bone marrow withdrawal or peripheral blood collection. Bone marrow harvests would 
result in collection of approximately 4 . times . 10 . sup . 5 CFU-GM progenitor cells. 
Phoresis of 5 liters of peripheral blood would collect approximately 10. sup. 5 CFU-GM 
although this number could be increased to 10. sup. 6 CFU-GM by prior treatment of the 
donor with GM-CSF . Rapid recovery of a patient would require transfusion of 
approximately 1 . times . 10 . sup . 8 to 5 . times . 10 . sup . 8 CFU-GM which is 100 to 1,000 
times more than obtained by routine bone marrow donation or by peripheral blood 
donation. Therefore, expansion of bone marrow or peripheral blood to increase the 
number of CFU-GM 2 to 3 orders of magnitude would significantly affect chemotherapy 
administration and cancer treatment. 



1 of 1 



1/21/03 10:48 AM 



WEST 



01 Generate Collection 



Print 



L3: Entry 4 of 122 File: USPT Nov 5, 2002 
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TITLE: Method for in vitro proliferation of dendritic cell precursors and their use 
to produce immunogens for treating autoimmune diseases 

Detailed Description Text (212) : 

J - DC progenitors in the blood of cancer patients during hematopoietic recovery from 
chemotherapy: We next studied blood mononuclear cells from cancer patients in full 
remission [leukemias/ lymphomas and solid tumors] following high-dose chemotherapy 
and either G-CSF [17 patients] or GM-CSF [3 patients] treatment. It is known that in 
the hematopoietic recovery of such patients, progenitors are mobilized into the 
blood in substantial numbers [0.5-6.0% CD34+ cells] (Eaves, C. J. (1993) Blood, 
82:1957; Pettengell, et al . , (1993) Blood, 82:3770). Instead of enriching for CD34 + 
cells, we simply removed CD3+ and DR+ cells by panning, and then plated 
1-2 .times. 10. sup. 6 cells in 1 ml medium with 5-10% FCS or 5% cord serum plus 400-800 
U/ml GM-CSF . The nonadherent cells were transferred at d2 (or in some experiments at 
dl) and cultured for 16 d feeding every other day. 

Detailed Description Text (231) : 

GM-CSF | s essential to grow DCs from all sources used. Additional cytokines required 
for optimal DC growth from the various sources are, however, strikingly different 
(TNF .alpha, versus IL-4). We suspect that this is due to the fact that the main DC 
progenitors involved differ. In cord blood the DC aggregates likely derive from 
CD34 + cells as preliminary experiments (N. Romani, unpublished) have shown that 
depletion of CD34+ cells from the initial inoculum virtually abolishes the formation 
of DC aggregates. This also readily explains the need to add TNF .alpha, which is 
known to induce responsiveness to GM-CSF of CD34 + cells (Santiago-Schwartz, et al., 
Blood, 82:3019/ Caux, et al . , (1993) J. Exp. Med., 177:1815). Ongoing experiments 
indicate that IL-4 does not seem to enhance DC development from precursors that 
arise in cord blood mononuclear cells supplemented with GM-CSF and TNF-. alpha. [D. 
Brang, unpublished] . We do not yet know, however, whether IL-4 is produced 
endogenously in such cultures. Endogenous IL-4 might suppress- -similar to 
exogenously added IL-4 in adult blood cultures --the monocyte differentiation 
potential of more mature DC progenitors that derive from CD34+ multilineage 
progenitors in response to GM-CSF and TNF .alpha.. DC developmental pathways in 
cultures of blood derived from cancer patients during hematopoietic recovery are 
presumably similar to cord blood. Besides CD34+ cells it is, however, likely that 
more committed precursors are also involved as the percentage of CD34+ cells in the 
CD3/HLA-DR depleted mononuclear cell fraction did not strictly correlate with DC 
yields. In normal adult blood in response to GM-CSF and TNF .alpha, only after a 
prolonged culture period (2 weeks) some DC aggregates emerged likely from early, 
rare DC progenitors similar to those in cord blood or blood of cancer patients 
during hematopoietic recovery. The main DC progenitor (s) in normal adult blood, 
however, appear (s) to be more frequent as only 2 days of culture are needed before 
many DC aggregates appear [FIG. 21]. Prior work in mouse (Inaba, et al . , (1993) 
Proc. Natl. Acd. Sci . USA, 90:3038) and man (Reid. , et al., (1992) J. Immunol, 
149:2681) has described that the multilineage colonies that are induced by GM-CSF in 
semisolid agar cultures contain all 3 types of myeloid progeny, i.e. granulocytes, 
macrophages, and dendritic cells. The principal DC progenitor in normal human 
peripheral blood seems more differentiated since granulocytes do not develop. This 
committed progenitor is GM-CSF responsive, and likely bipotential, developing into 
macrophages rather than DCs unless its monocyte differentiation potential is 
suppressed by IL-4. 
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Brief Summary Text (9) : 

Cytopenias increase morbidity, mortality, and lead to under-dosing in cancer 
treatment. Many clinical investigators have manipulated cytoreductive therapy dosing 
regimens and schedules to increase dosing for cancer therapy, while limiting damage 
to bone marrow. One approach involves bone marrow or peripheral blood cell 
transplants in which bone marrow or circulating hematopoietic progenitor or stem 
cells are removed before cytoreductive therapy and then reinfused following therapy 
to restore hematopoietic function. U.S. Pat. No. 5,199,942, incorporated herein by 
reference, describes a method for using GM-CSF, IL-3, SF, GM-CSF/IL-3 fusion 
proteins, erythropoietin ("EPO") and combinations thereof in autologous 
transplantation regimens. 
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Comparative analysis of murine marrow-derived dendritic cells generated by 

Flt3L or GM-CSF/IL-4 and matured with immune stimulatory agents on 

the in vivo induction of antileukemia responses. 
AUTHOR: Weigel Brenda J(a) ; Nath Narender; Taylor Patricia A; 
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Anti-tumor effect of dendritic cells generated ex vivo by Flt3L or 
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